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REMARKS 

Claims 1 -4 and 6-1 0 were pending at a mailing of the Sep. 26 Non-Final Office Action. 
Claims 3, 5 and 14 have been cancelled. Claims 1, 4, 6, 8 and 9 arc amended. Claim 1 5 is new. 
No new matter is introduced. A withdrawal of all rejections is respectfully requested. 

Claim Objections 

Examiner objects to Claims 1-14 for grammatical errors. 
Applicant made the appropriate corrections to claims 1, 3, and 8. 

Claim Rejections - 3 5 U.S.C. §U2. second paragraph: 

Examiner rejects Claims 1 -4 and 6-1 4 under 35 U.S.C. § 11 2, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim subject matter. 

Examiner rejects Claim 1 because a relationship between "extracellular DNA" and "blood" 
isn't defined. 

Applicant amends the claim to include the term ,4 in" between the former and the latter. 

Examiner rejects Claim 1 because the term "certain" fails to establish metes and bounds. 
Applicant deletes the indefinite term from the claim. 

Examiner rejects Claim 1 because it is not clear if "gastric" and "colon" cancers are separate 
alternatives or one specific condition. 

Applicant deletes those cancers from the claim to overcome section 1 12, first paragraph, 
rejections. 
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Examiner rejects Claim 1 because the language fails to clearly link the patient population to 
which the treatment agent is administered. 

Applicant disagrees. Applicant is uncertain what language Examiner requires and respectfully 
requests that Examiner more clearly define the requirement. Applicant amends the claim to clarify 
that patients diagnosed with at least one of the cancers or diseases listed in the preamble are 
administered the agent in their blood stream. 

Examiner rejects Claim 1 stating that the terms "destroying agent" and "destroyed DNA" are 
not defined in the specification. 

Applicant contends that a "destroying agent" is defined in the Jun. 24, 2008 amended 
"Summary of the Invention" section as an agent that destructs, modifies, or binds blood's 
extracellular DNA to slow down malignant cancer growth. This agent is more specifically defined 
in the specification as one that alters the electrophorctic profile of extracellular DNA. The term 
"destroyed DNA" is defined in the specification to be the extracellular DNA in cancer patients 
that is destructed, modified, or bound by the destroying agent. The "destroyed DNA" is more 
specifically extracellular DNA with altered electrophorctic profiles. 

Examiner rejects Claim 4 because ''uninterrupted" was not clearly defined. 
Applicant amends into the claim the "doses" limitation which is supported in the specification 
and included in the amended "Summary " submitted with the Jun. 24, 2008 reply. 

Examiner rejects Claim 9 because "term of life" is not clearly defined. 
Applicant amends the claim to include a clarifying limitation: a term of treatment is from 
diagnosis for a remain life. 
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Examiner rejects Claims 1-4 and 6-14 under 35 U.S.C. § 112, first paragraph, became the 
specification Is only enabling for Erlich carcinoma, lung carcinoma, and malignant and low 
differentiated lymphoma. 

Applicant argues that Claim 1 is within the bounds for enablement of treating those specific 
diseases listed in the specification. Applicant contends that a pilot study has shown successful tor 
the cancers listed in the preamble of the present claim. Pilot clinical trials of DNASE enzyme 
monotherapy in patients with advanced cancer of different origin were performed in 
St.Petersburg Academy of Advanced Medical Education; Department of Thorax Surgery. 'A 
total of 1 2 patients were included according to following inclusion criteria: 
Men and women 1 8 y. or older 
T4M+ advanced cancer of any origin 

• Diagnosis proved by clinical, instrumental and laboratory assessment 

• Absence of any altemat ivc treatment modality 

• CT (Spiral Computer Tomography) or clinical evidence of rapidly progressing disease 

• Karnofsky performance score >40 

The following patients were included: 

• MOI - Malignant Melanoma. Multiple lung and liver metastasis. 

• GEF- Breast cancer. Disseminated bone metastasis. 

• FVV-Breast cancer. Disseminated lung and liver metastasis. 

• KNP- Gastric cancer. Disseminated lymphatic and liver metastasis. 

• PGP-Colon cancer. Disseminated lung and liver metastasis. 

• MCF-Colon cancer. Local relapse. Disseminated lymphatic and liver metastasis. 

• MVl-Pancreatic adenocarcinoma. Disseminated lymphatic metastasis. 

• SSA- Lung cancer. Disseminated lung and lymphatic metastasis. 
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is>P- Colon cancer. Liver metastasis. 
. BVI- Recurrent Renal cancer. Multiply bone metastasis 

I UnS Cano8r - Disseminated ^ and rymphatic metastasis 

The patients received one course of monotherapy with bovine pancreatic DNASE enzvn, 
accordmg foll„ wing treatment schedule: 

* Treatment duration -21 day. 

• DNASE deIivery-20 min. intravenous infusion in isotonic ^ ^ 
Number ordaihy infusions - 6. 

Day 1-8: 50 mg per infusion (510 000 Kunitz units per day) 
Day8-I2: 75mgper infusion(765 000 Kunitz units per day) 
Day 12-21 : 100 mg per infusion (1 020 000 Kunitz units per day) 

stabilizat.onofthe disease assessed bv sniral n « ted 
demnnQtr ^ . . c by Sp,ra ' CT scan «*orim« RECIST criteria. AU patients 

demonstrated significant increase in KamolsW aWn«™ P 
^ nnduaes. so DNASE ttolil ff^^^ score i some patients show shrinkage 
differ origin. ^ effCC " Ve " ,rea,me "' ° f «— of 

-P. o dW. „ ne n^teo was ™, supP . rted h tte origjna) „ ^ 

IT « " ,0> ' " «■ -pporieo ,» 

"« ^taoor, fa Bxa^pfe 4 (Pg.,6, linen to p 8 .,7 line 19) 
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Claims 1 and 3 are rejected ^ 
0./74905). ° r35USC ^'^"^cd,*;^^ 

Applicant essentially claio* in , nd Q 

ov^an, saatHc ' ™* <° — canoe. 

*"■"-*» W— of ccfc ex Presso , g p^T ~~<< M dearoys 

chimera goes ^ , *" ; l " m «* 1 W apcdfc ^ Suc „ 

bM P 01110 " of targeted ce!l« in • 

PEM) on the target ccH „po„ con^wiftltf """T 0 ^ epMtdU 

the cytotoxic portion bein S delivered to the oeDov^ V""* f™^™ "suits b 
nucleic acid molecule. «"°tnecell cytosol, where it has access to the cell's 

There is no possibility that such chimera will bound ^ rf 
duetotheteckofaDNA^ „• " extracellular DMA panicufcrly 

in the DNA atruc,;! " ^ ^ ~ °' "» — ^ 

The fundamental distinction between Yn.mo'. ^ a ,- 
destroy, extracellular DNA. PPWS * *■ ^ 

Claims 1 and 3 are rejected under 35 II S C 81 mrv.\ u • 

« u.fc.C, 5102(b) as being anticipated by Sujjihara, et al. 
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{Br. J. Cancer. 1993, 67, 66-70). 



Applicant claims a method of certain cancer and disease treatments which targets DNA 
circulating in blood which originated from tumoral or mutant cells. The method includes the steps 
of fractionally administering DNase solution into a patient. Sugihara limits its teaching to theory, 
in which it simply supposes that DNase 1 can prevent blood-borne metastasis. This theory is 
advanced by the influence of DNase 1 on tumor cell arrest; however, there is no teaching as to 
treatment method. Applicant contends that just because the author theorizes that DNase 1 would 
be effective, he does not indicate that the method includes steps of acting on or inactivating 
extracellular DNA circulating in blood plasma; rather, Sugihara limits its method to the following 
steps: (1) DNase treatment in the micro vasculature of the liver, or (2) removing primary tumor 
mass and DNase treatment. There is no discussion in the abstract about extracellular DNA 
targets circulating in blood plasma. 

Sugihara wrote DNase treatment does not affect primary tumor growth and that Dnase 
treatment is not satisfactory. The Sugihara author did not recognize or understand the role of 
inactivation of free circulating extracellular DNA in cancer treatment. An absence of that 
knowledge results in an improper usage of DNase and an ineffective treatment. It is widely 
accepted in pharmacology arts that only knowledge or proper pharmacological targets results in 
effective treatment. A skilled physician, knowing the necessity to destroy free circulating 
extracellular DNA, or knowing the desired pharmacodynamic criteria, could provide effective 
dosage regimes that result in effective treatment. 

Su S' har a studied chemotrypsinc and desoxiribonuclcase I (DNase I) enzymes that influence 
autologic and heterologic adhesion of tumor cells during their metastasing. Sugihara shows that 
systematic introduction of Dnase 1 could slow metastasis development. The effect Sucihara finds 
is therapeutically insufficient, its authors conclude that DNase I can be used altogether with 
surgical elimination of tumors for prevention of tumor cells' hematogenic dissemination. The 
authors mean the influence of DNase I to be on tumor cells' cyloplasmatic membrane, and not on 



12 



PAGE 12115' RCVDAT 12/26/2008 9:08:41 AM (Eastern Standard Time] * SVR:USPTO-EFXRF«44 ' DNIS:2738300 » CSID: * DURATION (mm-ss):02-38 



'DEC-26-2008 10:12 From: 



To : 15712738300 



Paee: 13'15 



Utility Patent 
Scr. No. 10/564,861 

destruction of circulating DNA. Accordingly, the regime and doses that were used could not 
decrease circulating DNA levels. 

Sugihara teaches a dose of 0. 1 Kunitz Units per mouse per day, while the present specification 
taught 1 666 Kunitz Unit per mouse per day. This amount is 1 6,000 times more, which is critical 
for extracellular DNA destruction since extracellular DNA is 1000 times more resistant to DNase 
enzyme rather than conventional plasmid or intracellular DNA. Sugihara failed to recognize the 
need and the method to destroy extracellular DNA, and it thus never disclosed a use of DNase in 
proper doses. 

Applicant adds new claim 1 5 which includes this dose limitation. 



Claim Rejections - 35 USC 8 J 03: 

Claims 1-4, 6 and 9 are rejected under 35 U.S.C. §1 03(a) as being obvious over Younc. 
Examiner is directed to Applicant's foregoing argument made specifically against the Young 
reference on pages 8 and 9 (against the section 102 rejection) of this reply. 

Claims 1 -4, 6 and 9 are rejected under 35 U.S.C. § 1 03(a) as being obvious over Sugihara 
Examiner is directed to Applicant's foregoing argument made specifically against the Sugihara 
reference on pages 9 and 10 (against the section 102 rejection) of this reply. 

Claims 7 and 8 are rejected under 35 U.S.C. § 103(a) as being obvious over Sugihara and 
Young and further in view of Shak, et al. (Proc. Nat 7 Acad. Sci, . 1 990, 87, 9 1 88-91 92). 

Examiner is directed to Applicant's foregoing arguments made specifically against the Young 
and Sugihara references on pages 8-1 0 (against the section 102 rejection) of this reply. Applicant 
contends that this combination is improper because both of the primary references of the 
combination fail to teach all limitations in the Independent Claim 1; more specifically, both 
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references rail ,„ teach a treat,™, th a, dstroys Dm ^ ^ 

a treatment tha, desteoya „ NA ^ ^ 

membrane and no, destruction of circulating DNA. The prcSOT , rejected dependent claima 
mcotporate limitations of the ,„aopeadam Claims. Shjk alone «t, to leach the „ th<j 

baae claaus, and ,h. combination ,„„ Ms to disclose ,„ ^ ^ ^ ^ 

allowable for at least the reasons sot forth for their base claim. 

Claims 12 ana 13 are rejected tmder 35 U.S.C. sl 03(a) as being obvious over S^gfe ami 
ioung and further in view ofLeland. a al. (Ckem. & »,<,., 2001 , 8, 405-13) 

Exauiner is directed ,o Appuconfs foregoing atgunteans nuuic specifically againa, the Yoana 

^S!!£lh Jt areference S onpa g es8. 1 0(a g ains,.heaec t ion 102 rejection, of this reply. Apphcan, 
contends that this combination ia improper bKause ,„,„ oflhe prjmMy ^ 

combination fin. ,o teach all Itaitationa in th e todeptmdent Oaim ,. ^ specifcally> ^ 
references foil ,o teach a batmen, that destroy3 mUKMK DNA -^^^^ 
a treatment that destroy, i„ lraC e„ular DMA. Sggitou teachca destruction of the ^plasmatic 
membrane and not destruction of circulate DNA. The present rejected depended, claims 
mcotporatc Wtationa of the mdepe^en, data, m „ ^ ^ ^ of 

<he baa. claina, and the combmation ,o„ Ms to disclose all li™,^ henC e. lhese claims „ 
allowable lor at leaat the reasons act forth for their base claim. 

Claim 14 ia rejected under 35 U.S.C. 5103(a) aa being obvioua over and I^and 

5213-5218). 

Examiner is directed to Applicant's foregoing arguments made specifically against the 
to and Sugihara references on pages 8-10 (against the section 1 02 rejection) of this rep . y 
Applicant contends that this combination is proper because both of the primary reference, of 
the combination fail to teach al. limitations in the Independent Claim 1; more specifically, both 
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CQNCLIJSION 

In view of the amendments submitted herein and th. », 
the grounds of rejection are C ° imientS * * all 

— . t - - - - - 

Respectfully Submitted 



PC&T Law Group, LLC 

Interlake Corporate Center 

4199 Kinross Lalccs Parkway, Suite 275 

Richfield, OH 44286 

Ph: (330) 253-2225 

Fax: (330) 659-5855 

johng@inventorshelp.com 
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